Cross-sectional studies have found that individuals with depressive disorders or symptoms have elevated levels of inflammatory markers predictive of coronary artery disease, including interleukin-6 (IL-6) and C-reactive protein (CRP). Due to the paucity of prospective studies, however, the directionality of the depression-inflammation relationship is unclear. We evaluated the longitudinal associations between depressive symptoms and both IL-6 and CRP among 263 healthy, older men and women enrolled in the Pittsburgh Healthy Heart Project, a 6-year prospective cohort study. During the baseline and follow-up visits, participants completed the Beck Depression Inventory-II (BDI-II) to assess depressive symptoms and underwent blood draws to quantify serum IL-6 and CRP. Path analyses revealed that baseline BDI-II (b = 0.18, p = 0.01, DR 2 = 0.02) was a predictor of 6-year change in IL-6, even after adjustment for demographic, biomedical, and behavioral factors as well as other negative emotions. Of all the factors examined, only body-mass index was a stronger predictor of IL-6 change than depressive symptoms. In contrast to these results, baseline IL-6 did not predict 6-year change in BDI-II. Evidence of a weak bidirectional relationship between BDI-II and CRP was also observed; however, neither of these longitudinal associations was significant. The present findings indicate that depressive symptoms may precede and augment some inflammatory processes relevant to coronary artery disease among healthy, older adults. Therefore, our results imply that depression may lead to inflammation and that inflammation may be one of the mechanisms through which depression contributes to cardiovascular risk.
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Epidemiologic evidence indicates that depression may be a risk factor for coronary artery disease (CAD), as both clinical depression and subthreshold depressive symptoms have been found to predict incident disease (Suls and Bunde, 2005) . Importantly, the predictive value of depression is similar to that of many traditional cardiovascular risk factors (Rozanski et al., 2005) , with relative risk ratios in the 1.5-2.7 range (Rugulies, 2002; Wulsin and Singal, 2003) . Despite these findings, the mechanisms underlying this association are poorly understood. In most previous studies, depression remained a significant predictor of CAD after adjustment for known biological (e.g., hypertension) and behavioral (e.g., smoking) risk factors (Rugulies, 2002; Wulsin and Singal, 2003) , suggesting that other mechanisms are involved.
One physiologic factor that has received increased attention as a potential mechanism linking depression with CAD is augmented inflammation. Several lines of evidence are consistent with this possibility. First, atherosclerosis is now considered to be a chronic inflammatory disease (Ross, 1999) . Supporting this perspective is the emerging evidence that circulating levels of the proinflammatory cytokine, interleukin-6 (IL-6), and the acute-phase reactant, C-reactive protein (CRP), predict future cardiovascular events (Cesari et al., 2003; Luc et al., 2003; Pearson et al., 2003; Pradhan et al., 2002; Ridker et al., 2000) . Second, evidence from cross-sectional studies indicates that depression and innate immune system activation co-occur. Specifically, depressive disorders and symptoms have been linked with elevated basal levels of IL-6 and CRP (Dentino et al., 1999; Kuo et al., 2005; Lutgendorf et al., 1999; Maes et al., 1997; Miller et al., 2002b; Penninx et al., 2003; Ranjit et al., 2007) , greater stimulated production of proinflammatory cytokines (Anisman et al., 1999a,b; Lanquillon et al., 2000; Maes et al., 1991; Suarez et al., 2003 Suarez et al., , 2004 , and larger IL-6 responses to acute psychological stress (Pace et al., 2006) . Third, although the existing literature is mixed, some investigators have found that antidepressant treatment reduces circulating levels of proinflammatory cytokines as well as decreases stimulated production of these proteins among depressed patients (Kenis et al., 2002) . 
